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Structured Product Labeling

The Structured Product Labeling (SPL) is a
document markup standard approved by
Health Level Seven (HL7) and adopted by
~DA as a mechanism for exchanging

oroduct information.




SPL’s Goal Is to make the labeling:

People friendly

— Labeling content in electronic format
* Improve readability
» Better access

Computer friendly

— Medication information that is computer readable

« Structured labeling content and elements - Computer can “find” a specific
section of the labeling and specific elements within labeling

Information system friendly

— Medication information in computer readable form - Easily imported into
information systems

Publicly available

— Content of Labeling (up-to-date version) is made available by the FDA thru NLM
(DailyMed) to consumers and health information suppliers



XML & XSL Stylesheet

SPL is created using EXtensible Markup
Language (XML) — similar to HTML for
webpages

XML

— Relatively human-legible

— Machine readable

— Tags (elements) permit search of key information
XML Documents — created via Notepad, Word

Pad, XML editing tools, SPL authoring tools,
SPL conversion services, Xforms, etc...

XSL Stylesheet — transforms the XML data to be
viewed via web browser or printed documents



SPL - Language

XML is a “language” that computers systems can “understand”
SPL — the “alphabet” (Only certain XML elements can be used.)

SPL document is a message that is used to exchange or
communicate product information (SPL content)

Drug company
— Creates SPL using SPL standard to communicate product information.
— Submits SPL to FDA
FDA
— Processes and validates SPL document using SPL standard
— Transmits SPL to public repository (DailyMed/FACTS@FDA)
DailyMed/FACTS@FDA/Health Information Supplier
— Imports SPL into their system that uses the SPL standard
— Displays and uses SPL data (label, listing data elements, etc..)



SPL Authoring Options

SPL authoring tools helps you “write” SPL documents
using the XML language.

Tools to translate your data into the XML language.
SPL conversion vendors — provide a conversion service

SPL Authoring/Document Management Tools — to
Integrate into your IT environment

XForms - Tool to create SPL content of labeling
documents and the three future eList & eReg SPL
documents. (similar to Word processing software) (used
as a training tool)



SPL Stylesheet View/Source
Code

CONTRAINDICATIONS

Miracle Drug Injection is contraindicated in severe toxic central nervous system depression
or comatose states from any cause and in individuals who are hypersensitive to this drug or
have Parkinson’s disease.

N

<component>

<section|D="_7CF4D228-65A6-6223-5A96-ECB4DBDG20FC">

<id root="3A7TD815A-A2B9-0369-5D92-4836ET09BOFE" /=

<code code="34070-3" codeSystem="2.16.840.1.113883 6.1" displayName="CONTRAINDICATIONS SECTION" />

<title mediaType="text/x-hi7-title+xml">CONTRAINDICATIONS «/itle>

<text=<paragraph=Miracle Drug Injection is contraindicated in severe toxic central nervous system depression or comatose states from
any cause and in individuals who are hypersensitive to this drug or have Parkinson&#8217's disease </paragraph><ftext>
<effectiveTime value="20070813" /=

</section=




Terminology

o Standard terminology Is used for SPL
listing data elements.

e Terminology Resources
— National Cancer Institute Thesaurus

— FDA DSC SPL web page (acceptable terms
for use in SPL)

— CDER (FDA) Data Standards Manual (for
definitions)



Terminology

* Only controlled terminology Is permitted in
SPL documents

 Terminology lists are on FDA Data
Standards Council’s SPL web page:

http://www.fda.gov/oc/datacouncil/spl.ntml



Communication
Verbal — Different Language

Bonjour ? ?




Communication
Verbal — ldentical Language
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SPL - Language

SPL is a “language” that computers systems using the
SPL standard can “understand”

SPL document is a message that is used to exchange
product information (SPL content)

Drug company
— Creates SPL using SPL standard
— Submits SPL to FDA

FDA

— Processes and validates SPL document using SPL standard
— Transmits SPL to public repository (DaillyMed/FACTS@FDA)

DailyMed/FACTS@FDA/Health Information Supplier

— Imports SPL into their system that uses the SPL standard
— Displays and uses SPL data (label, listing data elements, etc..)



Information Exchange
SPL

Drug Company FDA Reviewer DailyMed User

SPL is a standard that is used by drug companies, FDA and public to
exchange or review or view product information. All three entities use
computer systems that “understand” SPL



Transition from Paper to Electronic
Registration & Listing

 Changes in FD&C Act require electronic
registration and listing for human prescription
drugs, OTC, animal drug, biologic products —
September 2007

« Draft Guidance document for electronic drug
establishment registration and listing — July 2008

 FDA is adopting the use of extensible markup
language (XML) files in SPL format as the
standard format for the exchange of drug
establishment registration and drug listing
iInformation.
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Paper Listing Review




Electronic Listing Review




Three e-Files for Registration &
Listing - SPL Format

e NDC Labeler Code Request
e Establishment Registration
e Content of labeling (CoL)/Listing

e Benefits
 Electronically register establishments and list drug
products

* Posting of labels w/rest of labels in FDA electronic
label repository



Order of Submissions for SPL R4

. NDC Labeler Request (LCR) and
Establishment Registration (ER) SPL

. Col/Listing SPL

ColL/Listing validates against data
submitted in NDC LCR and ER SPL



Data Source — SPL Documents

NDC LCR

Labeler Code:
XXXXX

Labeler DUNS #:
354898887

Listing/CoL

A 4

A

A 4

A

Establishment Registration

Establishment
DUNS #(s)
111111111
Type of
Operation(s)
US Agent
Importer(s)

A 4

Labeler Code:
XXXXX

Labeler DUNS #
354898887

Establishment
DUNS #(S)
111111111
Type of
Operations




Industry

A 4

Inbound

FDA ESG
Gateway

Outbound

FDA eLIST

REPOSITORY

VALIDATE

eList

TRANSMIT
(NLM Web)
(Redacted Listing Files)

—>

DailyMed website

Fail

PROCESS

ERROR MESSAGE

A 4

FDA Web
(Redacted Listing Files)

—>

FACTS@FDA website

DATA FILES
(Database Reports)

*Registration
« Listing

VALIDATION ERRORS

—>

NDC Directory &
Establishments Websites



Benefits of Electronic Registration
and Listing

Electronic registration and listing process Is
more efficient and effective for industry and the
Agency

Accurate, up-to-date inventory of marketed
drugs

Eliminates data entry errors

Well formed and properly created SPL files can
be processed Iin minutes

Use existing technology and data standard —
SPL (Used by FDA since 2005)



More Benefits of Electronic
Registration and Listing

Data maintenance
— Content of Labeling and listing information in one file.
— Registrant can list all it’s establishments in one file.

— Updates? Update one file instead of creating many
paper forms and resubmit.

Eliminates the use of paper forms for listing and
registration

24-hour submission window
Manage data using same source (files) as FDA

Annual registration — send one file and
automatically register all of your establishments



NDC

Labeler Code Request
Xforms View

HL7 SPL - NDC Labeler Code Request v 0.71

Open | Save As | Save |

fHDC Labeler Code Request

cument Information
Type of document

1D

SetlD

Version Number
Effective Time

INDC LABELER CODE REQUEST

32672844-378f4020-912b-43babb77001d

8d24aab5-8f91-42ca-9637-997a3d223e5¢c
-

20080909

example(YYYYMMDD)

beler

Name

DUNS Number
NDC Labeler Code

[Ax:me FPharmaceuticals. Inc

111119993

44444

Add NDC Labeler Code | Delete NDC Labeler Code |

ontact
Name ICh arles Daniels
Mailing Address 44 Pembrooke Drive
City Rockville
State MD
Country USA
Postal Code [20888

Telephone Number
Email Address

tel:+1-888-888-4757

mailto:charles.daniels@acme-pharmaceuticals

example(tel:+1-201-555-1212)
example(mailto:xportal@globalsubmit.com)




NDC Labeler Code Request
SPL Document

Acme Phamaceuticals, Inc

Product Information

Product Type NOC LABELER CODE REQGIUEST

Labeler - Acme Pharmaceuticals, Inc (111112208) NDC Labeler Code: 14444

Contact Address Telephone Number Email Address

Address: 44 Pembrocke Drive
Chares Daniels | City, State, Zip: Hockville | MD, 20888 | +1-388-888-4757 charies daniel=@acme-phamaceuticals . com
Country: LISA

Revised: 09/2008 Acme Pharmaceuticals, Inc



Establishment Registration
SPL Xforms

HL7 SPL - Establishment Registration v 0.71

Open | Save As | Save |

Zstablishment Registration UPreview]

Document Information

Type of Document

[ESTABLISHMENT REGISTRATION =

ID 4ff59f20-6dc3-49ca-bbIc-0d589fkclb

SetID 118ec196-50d7-49b2-9462-831d29702818

Version Number 1

Effective Time 20080909 example(YYYYMMDD)
Registrant

Name Acme, Inc.

DUNS Number 2923334441
Registrant Contact

Name Deborah Tyler

Mailing Address 222 Bonifant Avenue

City FortWashington

State PA

Country USA

Postal Code 35295

Telephone Number tel+1-300-435-4585 example(tel:+1-201-555-1212)

Email Address mailto:deborah tyler@acme.com example(mailto:xportal@globalsubmit.com)




Establishment Registration

SPL Xforms cont...

Establishment

Name Acme Manufacturing, Inc.
DUNS Number 475859252
FEI 35295835928
AddFE! | Delete FEI
Street Address 777 Sampson Street
City Masan
State PA
Country USA
Postal Code 35859
Type of Operation |manufacture j

Add Type of Operation | Delete Type of Operation |

Establishment Contact
Name
Mailing Address
City
State
Country
Postal Code

Telephone Number
Email Address

Pam Jamison

777 Sampson Street

Mason

PA

USA

35859

tel+1-800-773-8359

mailto:pam jamison@acme.com

example(tel:+1-201-555-1212)

example{mailto:xportal@globalsubmit.com}

AddUS Agent | Delete US Agent |

Add Importer | Delete Importer |




Establishment Registration
SPL Xforms cont...

Establishment
Name Acme International
DUNS Number 98683572
FEI 25835925829

AddFEl | Delete FEI

Street Address 33 BleuRue

City Paris

State

Country FRA

Postal Code 90583

Type of Operation |manufacture j

Type of Operation Ianalvsis 'l

Add Type of Operation | Delete Type of Operation |

Establishment Contact
Name Etienne St Champs
Mailing Address 33Bleu Rue
City Paris
State
Country FRA
Postal Code 20583
Telephone Number tel+33-538-5050 example(tel:+1-201-555-1212)
Email Address mailto:efienne st-champs@acme.com example(mailto:xportal@globalsubmit com)




Establishment Registration
SPL Xforms cont...

Establishment Contact

Name Etienne 5t Champs

Mailing Address 33 Bleu Rue

City Paris

State

Country FRA

Postal Code 20583

Telephone Number tel+33-538-5859 example(tel:+1-201-655-1212)

Email Address mailto-etienne st-champs@acme.com example(mailto-xportal @globalsubmit.com)
US Agent

Name Acme USA

DUNS number 359582424

Telephone Number
Email Address

tel+1-800-399-5542

mailto:;jacob.goodman@acme.com

example(tel-+1-201-555-1212)

example(mailto-xportal@globalsubmit.com)

AddUS Agent | Delete US Agent

Importer
Name
DUNS number
Telephone Number
Email Address

Franklin Imports

252597793

tel+1-888-444-5835

mailto:paula.johansen@franklin.com

example(tel:+1-201-5655-1212)

example(mailto-xportal@globalsubmit.com)

Add Importer | Delete Importer |

Add Establishment | Delete Establishment |




Establishment Registration

Product Information

Product Type

Registrant - acme, inc. (2223324441)

SPL Document

ESTABLISHMENT REGISTRATION

Contact Address Telephone Number Email Address
Address: 227 Bonfant Avenue
Deborah Tyler City, State, Zip: Fort Washington, PA, 35295 +1-800-435-4585 deborah.tyler@acme.com
Country: Usa
Establishment
Name Address IDVFEI Operations
Address: 777 Sampson Street
Acme Manufacturing, Inc. City, State, Zip: Mason, PA, 35859 475800252 manufacture
Country: US4
Contact Address Telephone Number Email Address
Address: 777 Sampson Street
Pam Jamison City, State, Zip: Mason, PA, 35859 +1-800-778-8359 pam.jamisoni@acme.com

Country:

USA



Establishment Registration
SPL Document cont...

[T [P

Establishment

Name Address ID/FEL Operations
Address: 33 Bleu Rue

Acme International City, State, Zip: Paris, 20583 98583572 manufacturs, anafysis
Country: FRA

Contact Address Telephone Number Email Address
Address: 33 Bleu Rue

Etienne St. Champs City, State, Zip: Paris, 20583 +33-538-5350 efienne st-champs(@acme.com
Country: FRA

US Agent (ID) Address Telephone Number Email Address

Acme LISA (358582424) +1-800-899-5542 jacob.goodman(@acme. com

Importer (ID) Address Telephone Number Email Address

Frankiin Imports (252597793) +1-880-244-5035 paula johansen(@frankiin.com

Revised: 09/2008



Drug Listing/CoL
SPL Xforms

HL7 SPL - Drug Listing v 0.71

Open | SaveAs | Save

Document Information | (Drug Listing UContenl of Labeling UPreview}

Document Information

Type of document [HUMAN PRESCRIPTION DRUG LABEL |

ID 8c561834-cee2-4731-b9b-cd9db64c030d

SetlD 11342435-3415-4153-1b6-063d23b90043

Version Number 1

Effective Time 20090909 example(YYYYMMDD)




Drug Listing/CoL
SPL Xforms cont...

HL7 SPL - Drug Listing v 0.71

Open | Save As || Save |

[[}ocument Information Unrug Listing UContenl of Labeling UPreview
Labeler

Name Acme Pharmaceuticals, Inc
DUNS Number 111119999
Registrant
Name
DUNS number
Mark as Confidential r
Establishment
Name Acme Manufacturing, Inc.
DUNS number 475850252
Mark as Confidential r
Type of operation |manufacture j
Add Type of Operation | Delete Type of Operation |
Establishment
Name Acme International
DUNS number 98583572
Mark as Confidential r
Type of operation |manufacture j
Type of operation Ianalysis 'l
Add Type of Operation | Delete Type of Operation |
Add Establishment | Delete Establishment |




Drug Listing/CoL
SPL Xforms cont...

Dosage Form

ID B2dfff14-B4c2-4d95-9551-h4f527921
Effective Time 20030309 example(YYYYMMDD)
Product Information

Proprietary Name Miracle

Proprietary Name Suffix ¥R

Non-Proprietary Name Good Drug

NDC Product Code [44444-333

TABLET j

Add Source NDC Product Code | Delete Source NDC Product Code

DEA Schedule

Add DEA Schedule | Delete DEA Schedule |

for ]

Route of Administration

[oRAL =

Add Route of Administration | Delete Route of Administration |

Active Ingredient

Name
Unique Ingredient Identifier (UNII)

Strength

Good Drug
245895XFT

5 e H Wi i A

Add Reference drug | Delete Reference drug |

ctive Moiety
Name active moiety
Unique Ingredient Identifier (UNII) 538TW3I529

Add Active Moiety | Delete Active Moiety |
Basis of Strength

|f-‘\ctive Ingredient 'I




Drug Listing/CoL
SPL Xforms cont...

Inactive Ingredient

Name Inactive ingredient one
Unigue Ingredient |dentifier (UNII) 538592573
Mark as Confidential v

Add Strength | Delete Strength |

Add Inactive Ingredient | Delete Inactive Ingredient |

Flavor
Name |CITRUS z
Original Text |citrus-ﬁav0red
Add Flavor | Delete Flavor |
Imprint Information
Color |\,re||ow j
Original Text |ye||ow-0range

Add Color | Delete Color

Score Two even pieces j
Shape ROUND =
Original Text [ROUND

Imprint Code IAC;ES;mg

Size 18

Size Unit mm

AddImprint | Delete Imprint

= =



Drug Listing/CoL
SPL Xforms cont...

Marketing Date
Product Status IActive 'l
Start Marketing Dat
art arketing Late 20070413 example(YYYYMMDD)
Marketing Category
Marketing Category |NDA j
Application or citation number |NDADZ43BD

Add Application or citation number | Delete Application or citation number |

Application or citation number code system IAppIication j

Add Application or citation number code system | Delete Application or citation number code system

Add Productimage | Delete Productimage |

Packaging
NDC Package Code (10 digit) [44444-333-50
Quantity [0 [TABLET [
Package Type BOTTLE j
NDC Package Code (10 digit) 144444-333-10
Quantity [ [BOTTLE [
Package Type CARTON =

Add Package | Delete Package | Add OuterPackage | Delete Outer Package

Product Parts
Add Product Part | Delete Product Part |

Add Product | Delete Product |




Drug Listing/CoL
SPL Xforms cont...

Document Information MDrug Listing Uc:mtent of Labeling UPrewew]

Content of Labeling

Title Miracle XR

Add Tille | Delete Title |

Section [DESCRIPTION SECTION =

Add HyperlinkID | Delete Hyperlink ID |

ID [49113953-fe26-475b-af74-d2f3b 1f2fea

Title Description

Add Title | Delete Title |

Effective time |2E|D?D!53‘l

Add Effective ime | Delete Effective ime |
Add Highlight | Delete Highiight |

Section Text

Description text placeholder
Edit |

Observation Media
AddMedia | Delete Media |

Add Sub-Section | Delete Sub-Section |

Add Section | Delete Section |




Drug Listing/CoL
SPL Document

MIRACLE XR - good drug tablet
Acme Phammaceuticals, Inc

Description

Description text placeholder



MIRACLE XR
good drug tablet

Product Information
Product Type
Route of Administration

Drug Listing/CoL
SPL Document

Active Ingredient/Active Moiety

Ingredient Name
Good Drug (actve moisty)

Inactive Ingredients
Ingredient Name

Inactive ingredient one

Product Characteristics

Color
Shape
Flavor
Contains

Packaging
# NDC

1| 44444-333-10
1| 44444 333-50

yellow (yellow-orange)
ROUND (ROUND)
CITRUS (citrus-flavored)

Package Description
1BOTTLE In 1 CARTON
50 TABLET In 1 BOTTLE

HUMAN PRESCRIFTION DRUG NDC Product Code (Source) 44444333
DEA Schedule cih
Basis of Strength Strength
Good Drug 25 mg
Strength

Score 2 pieces

Size 18mm

Imprint Code AT 25,mg

Multilevel Packaging
contains a BOTTLE (44444-333-50)
This package is contained within the CARTOMN (44444 333-10)



Drug Listing/CoL
SPL Document

Marketing Information

Marketing Category Application Number or Monograph Citation

NDA NDAJ24380

Labeler - Acme Phamaceuticals Inc (111119999)

Establishment

Name

Acme Manufacturing, Inc.

Establishment

Name Address

Arme Internationa

Revised: 09/2009

Marketing Start Date Marketing End Date

(411302007

Operations

manufacture

Operations

manufacture, anafysis

Acme Pharmaceuticals, Inc



Labeling and Listing Information
One File

e Content of Labeling and drug listing
iInformation — ONE submission

 The SPL eList would permit the
completion of two regulatory requirements
(providing labeling in electronic format and
listing electronically) with one file.



OTC Listing SPL Mock-Up

?;:tg tF:tEt';?tE};t _ DFUQ FEEtE
2 (content of labeling text)

R el Diris T ‘_‘_\
— . Principal display panel

text

Carton and/or container
labeling

Drug listing data elements

= <} Establishment information

E:: Marketing information

Image of product (optional)
- h



SPL R4 Documentation
(Recommended Reading)

Guidance for Industry: Providing Regulatory
Submissions in Electronic Format — Drug Establishment
Registration and Drug Listing (Dratft)

Structured Product Labeling Implementation Guide for
FDA Drug Establishment Registration and Drug Listing
v1.0

Structured Product Labeling Validation Procedures for
Drug Establishment Registration and Drug Listing v1.0

Instructions for using Electronic Drug Establishment
Registration and Drug Listing XForms v1.0

SPL Docket 925-0251 - Drug Establishment Registration
and Drug Listing



Collaboration with Industry

HL7 SPL Implementation Working Group

Drug companies (workshops, individual
assistance)

Vendors (workshops, individual
assistance)

Contact FDA to request 1:1 SPL R4
training sessions




Participation In
Voluntary Pilot Program

o Start with NDC Labeler Code Request
— Recelve feedback from Agency

— Slowly acclimate to the new electronic eList
system

— Prepare for June 1, 2009



Upcoming SPL R4 Meetings

« SPL Session: GPhA Annual Meeting —
October 28, 2008 - Bethesda, MD

* DIA SPL meeting: Preparing for FDA
Electronic Drug Registration and Drug
Listing - October 29 - 30, 2008 —
Philadelphia, PA



Accomplishments

 FDA (CDER) has been using SPL
standard for almost 3 years

e Quality of SPL documents has Improved
significantly since October 2005

e DailyMed - 1.6 million hits per month —
(New website less than 3 years old)

e Over 4,020 SPL documents posted on
DailyMed (as of September 2008)



Where Is your
Labels and Product Info?

[¥| SKip to content | Skip to Urug Search

DETLY
Current [

Medication
Information

DailyMed provides high quality information about marketed drugs.
Drug labeling on this Web site is the most recent submitted to the Food and Drug Administration (FDA) and currently in use; it may include, for example, strengthened warnings
undergoing FDA review or minor editorial changes. These labels have been reformatted to make them easier to read.

Al the present time this Web site does not contain a complete listing of labels for approved prescription drugs. Currently this
@ Home Web site contains 4020 approved prescription drugs.
=1E-mail Label Infarmation = -
Downloads R : i,l'! Search By Drug Name.l GO
Archives ABCDEFGHIJKLMNOPQRSTUVWXY ZAI
Notify of Updates
Contact Us About DailyMed
Additional Resources . . . . . L L
Report Adverse Event DailyMed provides high quality information about marketed drugs. This information includes FDA approved labels
Pe . (package inserts). This Web site provides health information providers and the public with a standard,
SPL Format Previewer comprehensive, up-to-date, look-up and download resource of medication content and labeling as found in

for Label Authors o )
medication package inserts.

Other information about prescription drugs may also be available. NLM regularly processes data files uploaded from
FDA's system and provides and maintains this Web site for the public to use in accessing the information. Additional
information about medicines is available on NLM's MedlinePlus Web site
http:/wwwnlm.nih.gov/imedlineplus/medicines.html.




Stay Informed

e FDA Data Standards Council website
listserv

— http://www.fda.gov/oc/datacouncil/



Assistance/Questions

 SPL e-mail account (spl@fda.hhs.gov)



Thank youl!



